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Mr. Miles White 
Chairman and Chief Executive Officer 
Abbott Laboratories, Inc. 
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Dear Mr. White: 

During an inspection of your drug manufacturing facility located in Austin, Texas, 
conducted August 19-28, 2002, our investigators documented deviations from 
the Current Good Manufacturing Practice Regulations (Title 21, Code of Federal 
Reoulations, Parts 210 & 211). These deviations cause your drug product(s) to 
be adulterated within the meaning of Section 501(a)(2)(B) of the Federal Food, 
Drug, and Cosmetic Act. 

At the conclusion of the inspection, a FDA-483 (List of Inspectional Observations) 
was issued to and discussed with Mr. Ronald Kirkpatrick, Site Director. A copy of 
the FDA-483 is attached and it identifies many production and operational 
deficiencies causing the drug products manufactured by your firm to be 
adulterated. The deviations include the following: 

1. Failure of the Quality Assurance Unit to follow written procedures, which 
require oversight and review responsibilities [21 CFR 211.22(d)]. For 
example, the following procedures are not being followed. 
l Al-00, Corporate Regulatory and Quality Science Policy 
l BQA0035, Global Quality System Overview 
l GN.lO-05, HPD Quality Policy, QA Functions and Responsibilities 

2. Failure to assure that automated equipment will perform a function 
satisfactorily during the manufacturing process for your drug products [21 
CFR 211.681. For example, 
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l The 0 process control computer monitoring system that is used to 
monitor various production and processing operations (e.g., operation 
conditions, equipment and component status, historical trending of 
collected data) is not validated to the current corporate standards. The 
following equipment and support utilities are not validated: 
l Continuous Sterilizer 
l Solution Preparation Equipment/Process 
l HVAC 
l Lifecare Rotary Fillers W 
l Part Fill Autofillers - 
l Irrigation Fillem 
l ADD-Vantage Autofillers - 
l PVC Compounding 
l Bag Fabrication Seal Thickness Measurement System 
l Reverse Osmosis Water Purification System and Water for Injection 

System 

3. Failure to avert contamination in separate or defined areas designed to 
prevent contamination from occurring during manufacturing and processing 
operations [21 CFR 211.42(c)(5)]. For example, 
l The controlling and monitoring of the movement and ingress of personnel, 

including maintenance personnel, components, and ancillary materials, 
such as tools necessary for equipment repairs/adjustments into the v 
-filling areas is not being performed. 

l BMFGl413, “General Good Employee Practices”, states: do not “bring in 
or use rusty racks, tools, furniture, etc. in the clean areas”. However, 
l Rust was observed on the metal support backing of at least four stools 

in the I-,criticaI filling zones. 
l Rust was observed covering the overall surface of a stainless steel 

rack used to transport equipment parts into and out of the critical- 
-filling zones. 

l Rust and corrosion was observed on the base and impeller blades on 
active air sampler, equipment no.- which was observed in 
use in the critical manufacturing areas. 

l Stools used by operators in the f-ifilling zones were 
observed with worn conditions, e.g. cover worn to the point the interior 
foam padding was no longer confined by the plastic/vinyl cover. 

l The following is a summary list of the areas in 0 rooms with rust 
build up: 
l Rotary Station #‘s - 
l Irrigation Filling Station #‘s- 
l Part Fill Station #‘s - 
l Manual Fill Station _ and recirculating air unit 
l Auto Filler #‘s w 
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4. Failure to restrict access by unauthorized personnel from entering areas 
designated as limited access areas [21 CFR 211.28(c)]. For example, 
l The ingress and egress of maintenance personnel into the - 

-filling areas was not restricted to non-processing times of operation. 

5. Failure to have adequate systems to control contaminants in areas where air 
contamination occurs during production [21 CFR 211.46(c)]. For example, 
l There are numerous HEPA filter metal grills that have a build up of rust- 

like material and discoloration (e.g. Rotary m Irrigation Filling, Part Fill 
Filling, and Manual Filling). Two HEPA filter grills are bent and reveal a 
buildup of mold-like and other unknown material and these grills are 
located immediately above the - filling zone. 

6. Failure to follow written production and process control procedures [21 CFR 
2ll.lOO(b)]. For example, 
l BMFG1413, “General Good Employee Practices”, states: do not “bring in 

or use rusty racks, tools, furniture etc. in the clean areas”;. . .“helps control 
particulate counts”. However, 
l Rust was observed on the metal support backing of at least four stools 

in the - critical filling zones. 
l Rust was observed covering the overall surface of a stainless steel 

rack used to transport equipment parts into and out of the critical w 
-filling zones. 

l Rust and corrosion was observed on the base and impeller blades on 
active air sampler, equipment no., which was observed in 
use in the critical manufacturing areas. 

l Stools used by operators in the 1-1 filling zones were 
observed with worn conditions, e.g., cover worn to the point the interior 
foam padding was no longer confined by the plastic/vinyl cover. 

7. Failure to establish and follow written procedures for the cleaning and 
maintenance of equipment used in the manufacture, processing, packing or 
holding of a drug product [2’l CFR 211.67(b)]. For example, 
l There are no established written procedures currently in place 

indicating/detailing specific requirements with regards to controlling and 
monitoring the movement and ingress of personnel, including 
maintenance personnel, components, and ancillary materials, such as 
tools necessary for equipment repairs and/or adjustments, into the m 
-filling areas. 

8. Failure to thoroughly review the failure of a batch or any of its components to 
meet any of its specifications 121 CFR 211.192]. For example, 
. BQAOO14, “Handling of Product Complaints and WIP Shipment 

Complaints’*, does not describe the level of investigation to be performed 
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P a g e  4  -  M r. M i les W h ite , C h a i r m a n  a n d  C E O  
A b b o tt L a b o r a tor ies,  Inc . 
O ctober  1 5 ,2 0 0 2  

w h e n  p roduc t comp la in ts descr ib ing  pa r t iculate m a tte r  in  in jectable 
p roduc ts a re  received.  

l  A  n u m b e r  o f comp la in ts fo r  pa r t iculates we re  received,  b u t n o  a tte m p t to  
d e te rm ine  th e  source  was  m a d e . 

l  E n v i r o n m e n ta l  m o n i to r ing  resul ts a re  n o t rou tine ly  eva lua te d  w h e n  
comp la in ts fo r  m e tal l ic pa r t icles o r  o the r  pa r t iculates a re  con firm e d  by  
analysis.  

l  R e te n tio n  samp les  a re  n o t rou tine ly  ana lyzed  o r  eva lua te d  as  pa r t o f th e  
comp la in t invest igat ion.  

9 . Fa i lu re  to  es tab l ish  a n d  fo l low a d e q u a te  p rocedures  descr ib ing  th e  hand l i ng  
o f comp la in ts re la ted to  d rug  p roduc ts [2 1  C F R  2 1  I .1 9 8 ]. For  examp le , 
l  B Q A 0 0 1 4  “Hand l i ng  o f P roduc t Comp la i n ts a n d  W IP  S h i p m e n t 

Comp la i n ts” does  n o t descr ibe  th e  level  o f invest igat ion to  pe r fo r m  w h e n  
p roduc t comp la in ts descr ib ing  pa r t iculate m a tte r  in  in jectable p roduc ts a re  
received.  

l  T h e  invest igat ion o f P E R  # 1 0 0 3 6 1 0 2 9 , lot #74087 -JT  d e te rm ined  a n d /o r  
con firm e d  m e tal l ic pa r t icles a n d  synthet ic fibe rs  n e a r  th e  po r t. Howeve r , 
the re  was  n o  a tte m p t to  d e te rm ine  th e  source  o f th e  pa r t iculates a t th e  
m a n u fac tu r ing  site, the re  was  n o  rev iew o f env i r onmen ta l  m o n i to r ing  d a ta  
th a t was  o b ta ined  du r ing  m a n u fac tu r ing  a n d  f i l l ing o p e r a tions  fo r  th e  
re fe renced  lot, no r  was  any  b a tch record  rev iew conduc te d . 

l  T h e  invest igat ion o f P E R  # IO 0 4 4 9 8 3 5  lot #78?25 -JT  d o c u m e n te d  th e  
p resence  o f “b r o w n  flo a te r  in  so lut ion”. L a b  analys is  i den tifie d  th is  as  
f ragmen ts o f b r o w n  p a p e r , poss ib ly  from  co r ruga te d  p a p e r . N o  a tte m p t 
was  m a d e  to  ascer ta in  th e  source  o f these  f ragmen ts a t th e  m a n u fac tu r ing  
site. A  rev iew o f re ta in  samp les  was  reques te d , b u t was  n o t pe r fo r m e d  no r  
was  th e  b a tch record  rev iewed . 

l  E l e m e n ta l  ana lys is  o f m e tal l ic pa r t iculate re fe renced  in  P E R  # 1 0 0 4 8 4 6 1 7 , 
lot # 7 4 7 2 9 J T  s h o w e d  coppe r , tin  a n d  chlor ine,  poss ib ly  indicat ive o f a n  
a l loy coa tin g . Howeve r , the re  was  n o  a tte m p t to  ascer ta in  th e  source  o f 
th e  pa r ticle a t th e  m a n u fac tu r ing  site. 

l  This  appea rs  to  b e  a  persistent  p rob lem. In  a  p rev ious  inspect ion,  a fte r  a  
comp la in t was  rece ived  regard ing  m o ld in  th e  p roduc t, th e  p resence  o f 
m o ld was  con firm e d  by  analysis.  T h e  invest igat ion d id  n o t ind icate any  
rev iew or  eva lua tio n  o f env i r onmen ta l  m o n i to r ing  d a ta  as  a  resul t  o f th e  
con firm a tio n  th a t the re  was  m o ld g row th  o n  th e  caps  o r  any  a tte m p t to  
ascer ta in  th e  source  o f th e  m o ld. 

lO .Fai lure to  es tab l ish  scienti f ical ly s o u n d  a n d  approp r ia te  samp l ing  p lans  
des igned  to  assure  th a t c o m p o n e n ts, d rug  p roduc t con ta iners,  c losures,  in-  
p rocess  m a ter ials,  label ing,  a n d  d rug  p roduc ts con fo r m  to  approp r ia te  
s tandards  o f i den tity, strength, qual i ty  a n d  pur i ty [2 1  C F R  2 1 1 .1 6 0 .(b)]. For  
examp le , 
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l BBQA0009, “Particulate Counting via the 4-b 
m’, and P-0452, “l-w Test Method for LVI and 
Irrigating Solutions using 8, are 
unclear regarding the number of finished product units required to be 
tested for visible and sub-visible particulates. P-0452 indicates that no less 
than - units per lot are to be tested. Management indicated that lot sizes 
vary between m and _ finished product units and that the 
routine is to test-units per lot, regardless of lot size. This sampling plan 
does not conform to statistically valid or scientifically sound sampling 
principles. 

11. Failure to maintain records so that data therein could be used for evaluating, 
at least annually, the quality standards of each drug product to determine the 
need for changes in drug product specifications, manufacturing, or control 
procedures [21 CFR 211.180(e)]. For example, 
l Monitoring for non-viable particulates performed IO/26101 in room 2217 

g area) recorded counts over the action limit in the B 
area. There was no deviation report, investigation, or 

asure undertaken in response to this event. 

The above identification of violations is not intended to be an all-inclusive list of 
deficiencies at your facility. It is your responsibility to assure adherence with each 
requirement of the Good Manufacturing Practice Regulations. 

We are aware of your firm’s agreement to correct various deficiencies 
documented during the inspection and on the FDA-483. We have also received 
your firm’s written responses dated September II, 12, and 30, 2002 and have 
considered the information provided during your meeting with us on October 11, 
2002. However, the response and information do not adequately address the 
deviations listed above. For example, the failure to validate the - 
monitoring systems has an impact on whether the production and process control 
system is validated. We believe that because the - monitoring systems 
have not been validated to current standards, the validation of the production and 
process control system is in question- For this reason, we continue to find the 
proposed timeline to complete validation of the B monitoring systems to 
be unacceptable. The- monitoring systems should not be in use unless 
they have been completely validated to current standards. The proposed 
correction to your sampling plans is not acceptable in that it does not conform to 
statistically valid and scientifically sound sampling principles. We find the 
investigational approach for handling product complaints to be incomplete in that 
it fails to include steps necessary to determine the root cause or prevent future 
occurrences of similar product defects. In light of the seriousness of the above- 
listed deviations and the inadequacies of your responses to date, we have 
determined that the issuance of this letter should not be delayed. 
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You should take prompt action to correct these deviations. Failure to promptly 
correct these deviations may result in regulatory action without further informal 
notice. Possible actions include seizure and/or injunction- 

Please notify this office in writing, within 15 working days of receipt of this letter, 
of the specific steps you have taken to correct the noted violations and to prevent 
their recurrence. If corrective action cannot be completed within 15 working days, 
state the reason for the delay and the time within which the corrections will be 
completed. Your reply should be sent to the Food and Drug Administration, 
Dallas District Office, Attention: Brenda C. Baumert, Compliance Officer, at the 
above letterhead address. 

Sincerely, 

c.$ Michael A. Chappell 
District Director 

MAC: bcb 

cc: 
Ronald Kirkpatrick, Site Manager 
HPD Quality Assurance 
Abbott Laboratories 
3900 Howard Lane 
Austin, TX 78728 

Martin VanTrieste, R.Ph., Div. Vice President 
HPD Quality Assurance 
Abbott Laboratories 
200 Abbott Park Road 
Abbott Park, IL 60064-6135 

Enclosure 


